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m m m 



[0001] ^mmn. URAT10^^<DlJl9jZ.^f^ffi^P£*i-5f^ffi^^i-5^«^. Rx^m 

[0002] MMM^M.{SsLm^(ommMm.(D±W)i't^ MmMm^^mB^'L^mmw^m-^ - -• 

:¥^mm^f^n. :t^ym (oxonic acid) fj:i^(D^V:^—'^mmm^U-^T^^t ^ 

„ ^LT. :^mm^^i-i. z(Djk'^mm^ifiLmttmAL^xm:L^:it^n^i^x%ti o 



[0003] M^mik^f)^ik&ti-i^iL\^xikmtm^d\^m^'r^t:d^b. Mm^^B<Dm 
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ji&(vsMc) Kisn^mm<Di^mimfi^f^x^tio mm:d>5k4^m^^m 

(PDGF) <DAm<D^^^i&M^. '7^yh(DVSMC(DmmmM^^M't^^t 

[0004] :::i{c^#>fc^JB^s^Cfc„ ^tvf*. m.mti^if(DXo icb-rvsMCtc:A«3i2.^. 

ejt.Ba5/i^4niitej»^+>i.+ 3:.73t?S9j-^ BaaBSiU=i'>x-ZTt?. — — /.+ ::fe-l^ft-r — r-7(-^^k^^x-X7t? 

[0005] *fc. fchWlii5^J3S<DmRNA^ffiVNfc3'-RACE^*(Cj;l9. ffM^ 

C2— XURTl)SrP^bT#-CV^^o ^<DmkVy^^:^^—^—\JKTl (urate 
transporter!) f^, ^^*3j;tJ?^(DiS{Ki^®^^iai^^i?hUT— :^J;«9m;^(^#illi- 
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urate/anion exchanger) "CS)oyh(#^:5C^l#fl§)o 
#W:5:ftfel : #112003-93067-^ 

#^#fP:SCitl:Mazzali M, Hughes J. et al., Hypertension, 2001: 38, 1101-1106 
##W5:ffilt2:MazzaU M, Kanellis J. et al., Am. J. Physiol. Renal Physiol.. 2002; 
282, F991-997 

##fF:S:ife3:Watanabe S, Kang DH, et al.. Hypertension, 2002; 40. 355-360 
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2888-2897 

0^#l^:fi:St5: Nakagawa T, MazzaU M, et al.. Am. J. Nephrol., 2003; 23, 2-7 
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^#W:5:i^l8:Lipkowitz MS, Leal-Pinto E, et al., J- CUn. Invest., 2001; 107, 
1103-1115 

[0007] ^^mmn. ik^^mmms^ (vsmo icisn^^m(D^^T2,^(D^:fj:^xj^^m 

[0008] ^BB^#t>fi. ■6E5fe*-ewile<^->^^^lB^l-TV^6d:#xbi^XV^^^K^^ 

mm^^^^^umr^k\t ^o^i^vi£X(Dm^\zM^. urati kthM^mwmm^ 

o 

[0009] ;*:^5gfi. \jRATi(Dm.WM-^:f^^y:^—^£t'(DiJRATi(D^m(D^^j2^?^i^m 
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[0010] :*:|§5g#e>f4^ *-rjfiLW¥?&«&JWliS (VSMC) tc:fe{t5^^:^<^^«?ii>^^^t* 
ikW^mieS^BaCVSMC) fc*5(tS^^:^<^]&Dj2.^^. :9-11XW5)-^S#fe#T 

PEs^aAit*^?^) . x«#:9-^#fe# ( loomM Kcim^^^mm (d^m 
m (5)-) ^^i-o la 1 e (□) «#^5>^^#o^sr^u mm^w (♦) 
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[0011] ^hi^. ^m^&i^i^(^m0kW)X(DmmM<Dmii^^(^^:^^^-^^mii'tzo 
M(D'''c-mmm^mu mif^mmm:^mw£^^m^. 0. 1. 1. 5. 10. rxjpso 

c-mm(omii^^&(om^ (%) ^m-r^ mmitM^mm^(DmBt (mg/dD 

M). ^iiLm^m'7>':^—$'-(Dm^^^^:^tbX\i^^. 

[0012] ^*BW±^JSiiia(^:*3n-5m^:ai:<o^«9ii^{c«:. mmT^:^i^mm^^7'M:m. 

[0013] mmT=^:^ly'V=7l^:^-^—^—(0^mE^Vmrr^ti^\^. 7ybVSMCtc:*5tt5''*C 



wo 2005/046724 



7 



PCT/JP2004/016761 



fCo 20 ^iM(D^^C-^m^^m\^. PI.*^Jtr^#U'^CV^#^. 0. 1. 0. 5, RXfl 

;^i-o ia3:S.T;^ia4(DiSg!tt«, ^n-<;^^'>K(ia3)X{i-<^'XVt3-ri3>'(Il4);6S# 

ittifi^:^X:/a-^ci:/(D^ap ( m) ^^-T^ m^RXTmA^(OT:^^V:^^ ( * ) n.^ 
itM(p<0. 05) 352355- 

[0014] ^fe IC. /-^^-T^yM^^:^ (PAH) ^a^:^7^C^CD^mT::^:^:/0#lS . "C- 

'B>B6T-;r>'^=HUiV '^-, iOO. 250. ^tTSOO m M<^PAHt:-^:^i-5^ 
. Xf^lOO. 250:S.t)5500M M(^fL^4g^^«»^<?5. ^H^tl^^Oii^^ 

^{c*5{t5. 3rc-e55^p^<D"c-m^:^©5t«)jii?»^4^aa;feufco ^^(ua)25o 
i-„ ia5o^ttifiPAH<D^g^ ( M M) ^^u. mQ(ommimMmomm. (.m^ 

:^:/h^:/;=^2K— i5?~ds#:&L-cv ^^viir^^urv 

[0015] J;5 ^SMC\^^n^mM(OW)'>2^^\t. mWr=-:^l^V'7l^P^^—'^— (OA 

T) ^T^y— <^Ra WJirUT J;<*PbttTV >57'n^^i^KX}*^>'X:/n-=rci>(c i?) 
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[0016] m^. mm.T:^:ti^<Dmm<DmMM7!)^. vsMC(DmM(D!^i^^mw-t^^^t^o^^ 

-rS^^x m^(UA)3nig/'<iL(e:$e>lC:7'ct^;^:i>'K;5SO. 1. O. 5. RXJ^lmM^fl 

[0017] 2mmmmicisn^. mmr^:t^^^m<Dmj^n^x^ms^mM<Dmmm (%) i: 
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9(Dmmt.vsMc<DmMm^^ (%) wMiim^(owL^T^,?^m.^^ (%) ^ 

o 

[0018] ^^dSMCP-l<^m^SrSI#-r5;it^#^UT#fc(#^#fF:fi:ife 
fci:t<Di§#±lg^^{;itll^-r-5MCP-l^ELISA-T?S!l^bfCo ^^(UA) 3mg/d 

izis^-To ^iooiisittt*MCP-i<^ft(pg/iooojSflia)-efc?). m^i-i^i^h^i^ 

(No UA) . ^^Smg/dLdSllqti-S^^ (UA) . ^^Smg/dLlC^IDX. 

X-:fT^^^i^hnmM:A^^tE-t^m^ (UA+Prob) . RXJ^Z^u^^i^Va)?^^^^^ 

— /Vtc>ETi-oWjSs(p<0. 05);&5^-5C^'i-^i-o ;i<^^:^. ^^{Ci-5MCP-1 
.^^{^j:«?M^$tt^lim^MCP-10j^^?r:/n5/^i-;5ri;&s-e#:5:it*s^$ 

[0019] JSfelc, RT-PCRifetcJ;9. VSMC\z}f<DXo^£^mT=^:t:yh'^i^:^^—$'—^^W 

^-h^^-;^:^— 1 (OATl) . *^T-:^>'h7>'>^^— 2 (OAT2) , 

=^:t>hT^:^^—'^ 3 (OAT3) . JlTJ^^^T=:^>'h^>'^jK— ^ 1 (URAT 

-1) <D^y h<Ds^^i3— ^ (RSTl) (Dn^W.m%::^9^'^—tL-X. RT-PCR?r^To 
fco liii^^hn— yV^UT. ^yhi^lijSt^fflilJ^Jia^SrffiV^^ RT-PCRmife^cii 
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110D«3lSTl(D^^0460bp(7)PCRS'^Sr^i-o #iaffi<^feiS<^l^— 10 
0hp<D9^~ i4>\fhvii^=r,l^nM) €r^U. ^<D:^mttmi^. Wli^ (kidney) . fFlii5( 
liver) . RXfVSMC^^in^tl^-i'o 
iailC»A-^{*. ^mo^^i^PCRm^^mM^ntCo iail<^B-t?f*, 462bp(DPC 

ii<oc-^it^mtsfm(D^i^pcKmm^m^^tit^ miKDu-cn. 460bp<^pc 

[0020] ^{C, M,i^LM^i±<DT'>r>'^/^yh'7':^>^^^-^^Xh^\jATi^^ TP 
-fe5/i/a>^-^:NM 012977) ©|§^^M-fSfe«)lC. RNase:7'i37'^v'3VTiy 
-fe-r^ffofco ^*tr^l2l;i|g®lc^tt?5^f^*-e^-ro ^i2(D:feSffi©i^— 

— t°:/j/jt^^='L32<D5l^l5l^^l2:^$ixfco ^.e*3. ^l2{c^sv^r. 

[0021] ^{C2|s:|g|g#b{*, t:^®VSMC^CoV^T^^t^LfCo 

RT-pcR(i^te^pcR) KX^. \^h:kW}m^M<Di!L^^mmmm(ysMc) 
n^mmh'7i^^^—^-iTRATi<D^mmm%:n-ofc.^(D^^^^mi3{zmmK 

iti^^^MX^-^o mi3(D&i^&n^m<DU—:yM}-iioohp<DUNA'7V—^^V 
, V— 6. 9. S.TJ«12«:-€rn^tl'. Smg/dl. 6mg/dl. 9mg/dl. 12mg/'dl 
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^(D^m. HM-r^^m(D^M. isxummi^mi^h-r. vsMCd^b#b^xfccD 

[0022] t^ffli5^lA5iWi!JM*5l5VSMCJ;0#fei^/c^kRNA^ffiv^-C, l^^tcbTR 

;&^CDV— :/Mfil00bp(DDNA9^— ^^U. l^— :i/+Kf*»lli^(7>cDNA^fflV^ 
fct>(D?r^b. 1/— :/-K«Wllii<^cDNA^ffiv^/£;5^ofct>^o^^b-CV^5o 1/ 

tlx Smg/dl, 6mg/dl> 9mg/dl. 12mg/^dl<^#|g*<©^^{JlJ;«9VSMC^Sr*!l 

rc^j^m. #;(JP-r5^S&<^*-^x *5J;Uf^JF^3:i8^?e>■r^ vsMCd^e>#btbfecD 

NAtCiSV^-C. PCR^tCj;i9URATl<D^m/55^*?>^*l':/to 
E002fc-^fe{t:Tfc1-^^^im_h^lSJi^ (HUVEC) i:^nhflfc^KNA^mk'^Xvmm^U.- 

V.JK.i — ^f^^t^-ari J /Co »_V^fliB?l«'<!:i2i|XiJ«<-l2Miajn-| V'j- 7 o l^ai J."-- --vj-^iu/^ 

t;5;&$SOl^— VMfilOObp^DNA^y— 1^— >'+KW:WIII8<^cDNAtr-ffl 
V^fctO;Sr:5^U V'— i^+Endo«HUVECd^e>'a-^UfccDNAtrffiV>:fct.<Z5^:^UX 
v^5„ CcDJSm. WBil^'^. HUVEC^^e>#e>^^:fccDNA^^:*3V^r^). PCR?felcJ;«3 

URATl <D^^;55^fe e>nfCo 
[0024] ^ t^. fchlflLW^m® ^J!& (VSMC) ^7j^^v^-^-rXUX#b^^fc^)!S^^?S^ffl 

— i^3. 6. 9. &XJl^l2ti^tl^tl^ 3mg/dl. 6mg/dl, 9ing/dl. 12mg/dl<D# 
^S^o^^{^J:?)VSMC^*iJiaufcNF©iSmSr^b-CV ^5„ iai6<^)GAPDHf*^ 

^(D^:!:. m\i-r^mm(Dmm. iix-a^mm\^mi:>h-r. vsMc:6^hn^^tcm 
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[0026] 5k*^^mmmm (VSMO fC^SttSm^^^^OiZ^^d^^^ 

. . ::_ . -x-rn'Mw^^mmmik (vsmg) {£*5{t4m^<^St 

i^-^WI^*;asjfc.W^?ti5*IBiia (VSMC) ^c*5^t5^^<^^?'J2^^^c®HL-cv^5^ 

mmiiLm^xoxmm^n^]^sL^'^^'^'}K!SsLmm^^^W(Dmm-^^'^mi^ 

^^mmmtvxit. m^m]fB.mi^xoxmm^n^^Bt>^mif^ti^T(>K M^f* 

'^^mMtvx<Dm^^m^m^-r:5^<Dxhh^o 
i£.fz.:^^m<DURATi(D^m(omTh^i^m^m.^-r^i!^m%:^-r^M^tvx 
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f^. URATKDt^^M. URATKDPfL^^J. URAT1<D:/d5/;^7— /^ifc^URATlO 

[0028] :i^^m(Dm.mm.0.mti.ma^-^. xn$¥ma^-^<o\,^-rtiT!>^i^i:^^-^^ti^ 

mmmn. m^\t. mmm. mmm. ^^^mi^j^t^^m'^M-^'r^^t-^^x^^. 

[0029] ^mm ikmmm'^mskmm^^mwo^mm. 

[0030] ^mmit. m.mt-^m'D^^'r. xyx^^tErfK^^ ^x. urati^^^u-cv ^ 
■fSo :^mm<DXjRATi^mm^x\^^^ms^^tvxi-i. mm<Dmsi^^vsMc^ir 

^mm^hti:^h<DXh'oXhX\^\ :^^m(D:z.<D:^^3—=^ly^:hmtVX\t. iJO^ 
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[0031] ^fc. :^^mit. mkit^m(DmEr. xit^mEn^m^x^ urati^^^ 

[0032] ^e>tC, ^^^'fb-^S^t^^ltT^ 3?.{4##^^Tt-*5V^X. URATl?:^ 

^>b^0^5$f^Lv^o ;z^|§5^<Dro;5^^y— =i^^^*fetb-C«:. J:9:ftft^6<JfJ:fix -^x. 
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[0033] *fc. :^mm(Dmmm^m<DmM^'^is^i^. m^\t. s ^^mMskEt^y' 

[0034] Jklf ¥^^lfflSS (VSMC) tC*5{t2)^^<D^«9i2.^<^^#. RU^(D;< 

mmm]kmi'ii3n^MjSsL&^M^m^(Dmmmm^Mmfj:^m^^\^x\^^^t 
*fc. ^mmzxtiit^ w^'(t^m<DWtEr. x^i##^£T(-*5v^-c, urati 

[0035] [igi]igii{i. skw^m^smmvsMC) i^isiir?>^m^<Dmjz^^^. ^rnxtt^ 
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-a- (%) ^mt.Zfvi^^iy\^(OMS. (mM) ^:^-t-o 

;^S(7Dfij# (%) ^^-To l24(^^tt}4'<^^X:/ci^i3:/(D^^ ( /I M) ^^To 
(TJAJtOoA^^^M-S-^s^isUi^m^:^ r;^-7:7-eJ^':,o lasc^J^lll!}^. PAH^^T^^ 
(%) Sr^U. «lttl«PAH<0^^ ( M M) ^^i-„ 

#lttim^lt<^?g« ( M M) Sr^i-o 

^* (CPM) ^^U. ^W{4^^>55#^EU55;V (no UA) , ^m^53mg/dL# 
?^i-2>#^(UA) . ^^Smg/dLlC^^tcr/n-^^v'KdSo. 1, 0. 5. RUlmM^ 
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^fi (CPM) ^^U. «#}4^^;ei5#^£L^<eV (no UA) . ^^^53nig/dL# 

^(io)^^i-„ 

Jtt55Lfc^m%^-ri^^^T*fe-5o lll9(^if®&*ftfiVSMC(DJimi5i.*^(%) ^^b. 
^*llifi^^<^5it)ii^Bi.«^ (%) ^^-To 

[ia 10]ia 10«. ^iyhVSMC^24NFF^^*b^^#Oi$^_hgf?^lcm^«MCP- 
1 SrELISA-eS!l5£Ufc3^*^^i-^^77-CfeS„ ^ 10(Dijia&#«:MCP-lO4 (pg/ 
1000JNBJia)^^U «ltt«55^t^:t)flP&l^j:V^J^(No UA). m^3mg/dLd5# 

?5E-t-^^(UA) . ^^3mgXdLJc;!jP^-r:7'n-<^v-KlmM;5S#«Ei-^^(UA 
+ErobX^^T^:/n^^^^K<D^;5S#^i-§#^(Prob)^.:^iL^|l^^^ ^ . 

[IS ii] 1 1 . V<DVSlyic<D^^At:FS v . ^>'V<Dy^mr=^:t>hvi^::^.^- 
—9 — 1 (OATl) . mmr^Hri^Y'y^^:^—^ — 2 (OAT2) . ^^T^-^i^Vy^y 

7^—9 3 (OATS) . mimmT^^l^V7^^:^-^—9^ 1 (URATD (OUi^W. 

^J^T'^-i'-^— ^UT.RT-PCR^^Tofci^*(^>PCRS#><Sr^^i^l>3.:/a-^xrKSfe 

tJ^fffBi^Jia^fflV^irCo ^ll(DA{^OATl<0^^^^b. |21110BTOAT2CD:^ 
iailOC{iOAT30J^S:^L. ^ll<DD{iURAT10#^^. ^tV^ti 

^-to ^mm(D&m(Du—>n. loobpo^^— (^rvt-hnv^aii^ttiii);!:;^!^. 

<0:&'tl!ltt)lfil-. "^BiU (kidney) . Jff BH (Uver) . RXfVSMC^^ti^fl^-to 
[^123iai2f4. UAT(e^— >'^^>'^> T^±-y->3l^m^-^:NM 012977)051^^ 

[iai3]iai3{i. RT-PCRlcis. th:'cl!iMft*<^ifiLW¥?ti5^lia(vsMC) (C*3 
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[0036] sir. mmmKx^^mm^x^Mci^^K^m-r^tK :^^mii:ifhtbmmmi^x 

(Zhang S, Yang Y, et al.. Circulation., 2003; 107. 1539-44)„ ^(DMi^t:. 10%^ 

--b6^i^5>F>^ml^cii>^^y W 100 M g-P^mixfti:7°H^>ri/i^ ; GIBCO) Sr^^i-^i?^ 

/V^5/=3(Z)'|^Kj|:S:Lfc-^— ^J^/WgJfflCDMEM, GIBCO) ciS«Ufco VSivIC-arSSm 
m06:A:i$^|:A^— h(NUNC) M^:^^^ (humidified tissue culture 

incubator) tf-C, 5%;^^;^f>^-95%^^0:^ffl^T-e3rC-e<!^#U:feo i#^Sr2 

[0037] 7^i*3. #®2003-384863PJ^#lc:iE^$tLfcF*3^^. *ll^»t;i^-Cm«?iZitf 

o 

[0038] ^*c-mnm<Dmii<^ 

VSMC(4X10^^Jia)?r. 10%FBS-DMEMt^fcl6:^i#*>^V— Mcg^bfCo 1 

J[|&^U«^-C<7)^tr37'C{Cjmi^bfc„ VSMC^. 8- "C-^^:^ (It^ttfiSO C 
i/mmol ; T:^V:f3l^y'f^^y^^^Vi\:.^^M ('fe^'WW:^^ MO) ) 
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«ETT-=ffofco ^Kfls: (media) tr^3i^cKV^:$lSCl^^^:J;l9^ 5i«5ii^Sr#it$-1^x "TC 

fjiTicJ^bfcPBs-esiiigfeT^u^ ^jitcKv ^^e)tt:fe^*^^?S-S.t;^t^rfeL^J;5 
[0039] m(^mmxi^.. mMM<Dmj2^^7!)m^^^i^-ch^i^t^o*^^^M-r^tii^\^. 

W0\^^. ntVlz:ftx.-C. 140mM NaCU 4mM KCU 2mM CaCl^iSttJ'lmM 
MgCl.SmM ^5^/1^=1— MT^l:il6mM HEPES-hU:^ (pH 7. 

2 

HEPES-^]a:fem7K^?S(PSS) (C<Z)^-a-}*x r^-a'fliffiib-C). X(i44mM Na 
CU lOOmM KCU 2inM CaCl RXflmM MgCl ^ 5mM ^/Wn— |gt;^{c: 

2 2 

16mM HEPES-hy;^(pH 7. 4)^^i-Sl00mM-KClSl»5ji^^M(::O^ 

[0040] VSMC<^Jt5i^i^ 

VSMC(4X10^mS^)^. 10%FBS-DMEMt*(;:6:A::^*7'V'— hlC^U 24 
Npra:^^!-^ ^5fcV^-e, 0. 5%FBS-DMEMtt'-e48I^P^. MS^^^WikMl^Vfc 

3mg/'dL(^^^T'48^rB^$iMbfc„ m^^m&.'r^2mmm^. ^e>{w2MCi/m 



wo 2005/046724 



20 



PCT/JP2004/016761 



^^-^^i^>'<Dmy2<^mtt. ^^ti^v^v— •>'3>';«;«»'^— -eiE^^n^fco VK 
[0041] MCP-liJ'^/^^^atCloV^XtDELISAo 

[0042] RT-PCR(3:J;50ATh7:^;?^jK— t^^Wo 

RNeasy RNAJ^3ia^5'K=3pT<>*>'|t. ^^V'i^'^T. CA)^ffiV^T7^y^<^VSMC 
d^b^RNAtr^Ml-fCo ::^-y=r-7^5'^>^mRNA5^®lv'>^7^i^ (=arTy:/tfc) ^ffiV ^-C^K 
y (A) ^RNA^^ilU. !7>^;^7'5'>^THf£:i-53ftS^>^A:/^^'^— =l^fflV^riSft 
te^LfCo ^n^7"iy^%t(^-?ciT/vh. CA);^l^^>|g^$tvTV^;5'^ll^iJtU^FFIIil<^^i<y ( 

[0043] OATl: 

784-8 1 0 5'-CTGTGCAGCCTATGCACCCAACTATAC-3 * 

T>-^i?>'^^P<D1218-l 190 
5'-CCTTTGCTTAGAGTCAGTTCCTTCTGCAG-3' 
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T>'f^-fe>':^^<^ 1 105-1076 
5'-GATATGTCGGAGCTGAGATGTTCGGAACAG-3' 
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437-465 5'-GAGACACCATTGTGATAGAGTGGGACTTG-3' 
T^^^^y:^^(D 920-889 
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[0046] RSTl(URAT-l(Z>-^C^X(OJf;^ci— : 

377-405 5*-CATCTTATGCTTATCCGGGACAAGTCCTC-3' 
T^-^-fe^-^^O 768-739 
5'-GAGTCTGTTGAAGAGGGTAGAGCAGTCTAC-3' 
[0047] RT— PCRS^&f3:> Ready-To-Go RT-FCRc'— X(T'^— ^-r^th^) '^-mV ^T-tf 
ofco fttno^^cDNA-g-figSJ^i^Ji. pd(N) trffiV^-C42'C-C15:»■|^-C^T*?tVfCo 

6 

PCR«. gs'C. 5:»-F^-e^:|o<^^tt?rm\ 2>:vN-e95r. 3o#-cigt4u. ssr. 3 

, -^/V"t'(DM^''ce:9-^a<^^^i^KS:QIAqmck'>'/V|*m^iyh (^arT^J^Vtt^) ^ffl V^ 
-CWMUfCo itbb<^^^>'K^. TOPO TA^ci— cr.::^^-^:?'^?^— (-fi^t-hni^^ai^^t 
$S) \C^-f^rx^-^\;k^ rtub^^JISe^fgEcoRI-e^^-fkU-CMb. i?'^i5'-$;!=:— 
iS'— ^fel;ii-5T7"7>rhV^^;^v';^7"A^/— iJ^aii^l^— (ABI3730) trffl V ^T, ^<DiB 
^J^^i?Wbfc„ 7KyAniRNA;55^^-eS55d^^5j5^^?ft^i-5^i?)f-x ■fe>':^:?'7'l'-^ 
— : 5'-ACCCCCAATGTATCCGTTGT-3\ T^'^-fe^/^^^^^^'^— : 
5'-TACTCCTTGGAGGCCATGTA-3'/5^b7^eS:^7^-^— (^j^^-o-t^-^^-ffi V ^TG 

ADPH-mRNAife{^J;!9^i^bfeo w<o^m^llii{;::;^-ro 

[0048] RNase7'a7^^->3:/T5'-ir-r (RPA) o 
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RNase:/D7^i?'v^3>'Ts/-fe^ (RPA) tr^ RPAsI^5/h (hWt°^;^^-l':^^#%t. t 

^'rJ', Ti5'-feyi^3>'#-^:NM 012977) <755' 7l^;&^e>325# B *-C©325bp^* 
7!)^hf£^^^\^:t^V^. pcDNA-UAT-EGFP^^:-^^:/^CI— ^'Ufco ^KDT'^^^K 

7;^5K^BS-UAT-325i^^ Ufc„ - (D:/^^5K^BamHI-e?^>fl:bT^^yt(-U 
, a -^¥[UTP]0#^ET-eT7RNA7Ky^7— ^tr^V ^ryjJ^T'in— :/(RNA>^ci 

r<7)i^;*?riai2tc^-fo 

mMw^\ 6 

[0049] th:k:«)M*5l5<^iflLW^m0^ia (VSMC) i<9#bttfc^RNA^i^te^?bTcD 
NA^-a-wUco ^^5cDNA^^V^■r. ^^h^^'^^^K-i^-URAT-lOfiS^^-Sa^J 

i^m^iaisic^-t-o :fe$SRtJ«:&iSOV-VM«:l00bp<©DNA9^— ^ 

^U. 1- — :x+Kri'^BtOcDNAtrfflV>^fc^><Z)^U l^— V-K}4Wlii<^cDNASr 

U—:y3. 6. 9. JttJ^12{i^tV^iX. 3mg/dU 6mg/dU 9ing/dl. 12ing 

HM-r^mmfDmm. is^xj^mmmt^^-r. vsMcd^fe#bix^ccD 

NAtC*3V ^-C. PCRifetJ: J:«?URAT-l<^)|S^;65^J?)^tT/fCo 

[0050] fch^lii!fiAiMi!jJi)R*5l5VSMCi«9#bttfc^RNA^^V^-C. ^WJ6i:l^#l;i 
brPCRSrfTo:/to 

iS:IP:^Sr^i4{;:*-r„ iai4<?5^«S.tJ^:&iSoi^>->'M{:il00bp(DDNA7i5^— 

^b. l^-^^^-Kf^'^!i^<^cDNAS^ffiV^fct>Ot^:^L. U—ly-KnWm<DcDNA^ 
1^— V-S. 6. 9> J^tI^12}:i^tT.^tVx 3mg/dL 6mg/dl. 9mg/dl. 12mg 
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r<D^;^. mjiir^mim<Dmm. isxt^mmmi^ib-r^ vsMc^^^mhntccn 

mmms 

[0051] \ihm^wm±!^Ms^ (HuvEc) j:i9#e)tufc^RNA=srffl V ^-c. mmmetmm 

{CUXPCR^^fofCo 

e>'a'^!KbfccDNASrfflV^fct>©S^:^U-CV>5o "^SI^^. HUVECd>b#^nfecD 
NA{c*3V^-ct».PCRifel;:J;?)URAT-i<D^^d5ii:ie)btvfco 

^iiS0'!l9 

[0052] fchjfiiW^^iSjSaia (vsMc) ^:^^i^4xvxn(bnfcms^^M^^M^^x. 

V— :>-3. 6. 9. JltJJl2{i^tL^ix. 3mg/dU 6mg/dl. 9mg/dl. 12mg/dl<D 

c<Dj^^, miiir^mm<Dmm. is2:x^mm^mi:>h-r. vsMcii^ibnhntcm 

Jia^^?^(C*3V ^-C. ^URAT-l^#:(Ci«9URAT-l^' Vx^:i^;$S^tti$nfCo 
[0053] ^^{;ijgH-r§^ffiOifiLWI^*-^ffiifn.H^l-*fi-Sfrfc7icf&lS. ^ 

-<^iat?fe5URATiomtBfj:«@ufcff:fcj^if&i6i. ^i5> ^mo:>fcib(ommm. 

[0054] iB3^J^7y— T^^^h 



|5 
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[7] uRATi^5§^u-cv ^:5mji^j^(Dmmm72<?^mm^K. m-mt^^^^tE^^^ 

[10] ^^>ft:'^i^<^#feT> x»#^#?£TJ-*3v ^T. uRATi^^^u-rv>5^jia^^ 
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[11] m^jfe-fbt^H^iis^ MCP-iT'fc5f»^^lOtJ:fB^(D;^&o 
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